Post-ischemic treatment with a lazaroid (U74389G) prevents transient global ischemic damage in rat hippocampus.
The ability of an experimental lazaroid, U74389G, to prevent damage to hippocampal CA1 cytoarchitecture due to transient global ischemia was studied by light and electron microscopy. Post-ischemic rats were given a single i.p. dose of lazaroid (6 or 18 mg kg-1) at 5 min after revival by cardiopulmonary resuscitation (CPR). Without lazaroid treatment the number of normal-appearing neurons in the CA1 region declined from a normal value of 15.49 +/- 2.21 to 8.40 +/- 10.08 per 100 microns2 on day 7 after the ischemic episode, and there was extensive damage visible in the cytoarchitecture of this region. In lazaroid treated rats, the normal cytoarchitecture was retained and the number of normal-appearing cells was maintained at 15.10 +/- 2.22 per 100 microns2. Ultrastructure studies indicated that pyknotic pyramidal cells laden with lysosomal aggregates were common in untreated post-ischemic rats but rare in lazaroid-treated rats. These results indicate that U74389G maintained the structural integrity of this region of the brain after transient global ischemia and suggest that this lazaroid may be an effective neuroprotectant.